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REMARKS 

The claims in the application are claims 6, 7, 10-16, 23-26, 28 and 29. Claims 1-5, 8, 9, 
17-22, and 27 have been cancelled. 

The examiner has rejected claims 6, 7, 10-16 and 29 under 35 U.S.C. Section 102(a) as 
being anticipated by Alberto et al (J. Am. Chem. Soc, 1998, 120, pp. 7987-7988). By the above 
amendments to the claims, this rejection has been overcome. The reference does not disclose or 
suggest the presently claimed non-aromatic ligands to be employed in a useful imaging fluid. In 
fact, the reference teaches away from such ligands in the following statement from the reference 
found at p. 7988, second column: "Although PADA could stabilize intermediate oxidation states 
(as found with its fragment imino-N,N-diacetic acid 17 or pyridine 18 ), such behavior was not 
observed and 3 ( 99m Tc) formed in quantitative yield." 

As can be seen from the enclosed copy (see Appendix) of the Blauenstein publication 
(footnote 1 7 of Alberto) referenced in the above quoted portion of Alberto, the compounds 
employed by Blauenstein are unrelated to the compounds of the present claims. Most 
importantly the compounds of Blauenstein do not contain carbonyls as now claimed. 
Accordingly, the above quoted remark in Alberto with respect to the fragment IDA has no 
relevance to the present invention. 

The entire reference, taken as a whole is a demonstration of the surprising and novel 
discovery of the present inventor, i.e., that non-aromatic aminopolycarboxylates will not only 
stabilize the desired form of Tc carbonyl but also provides unexpected advantages over aromatic 
counterparts. 

Such surprising and unexpected advantages are noted in the specification at p. 4 and also 
demonstrated by the data in the present application as filed. The data in Tables 3, 4 and 5 
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reporting the biodistribution of the Octreotate indicate a high proportion located in the kidneys 
while also indicating receptor specific activity. It is particularly demonstrated in Table 5 that the 
kidney clearance is about doubled for the claimed compound over the prior art Histamine. This 
result is noted in the text of Example 6. What this data translates to is the safety and efficacy of 
the novel ligands. By being taken up by the kidneys there is evidence that the body will safely 
eliminate the radionuclide quickly and safely rather than being taken up by liver where longer 
disposal rates are widely known in the art. 

Accordingly, not only does Alberto et al. not teach or suggest the present invention, it 
actually teaches away from it by including an aromatic fragment. Such disclosure places 
emphasis on the surprising and unexpected results now found by the present inventor. The 
elimination of an aromatic component in these carbonyls is not taught or suggested in the prior 
art. 

Accordingly, the Examiner is respectfully requested to withdraw the rejection under 35 
U.S.C. Section 102(a) in view of the above amendments and remarks. 

The Examiner has rejected claims 6, 23, 24, 26, 28, and 29 under 35 U.S.C. Section 
103(a) as being unpatentable over Alberto et al., cited above, for reasons of record in the Office 
Action of Feb. 5, 2003 as well as for reasons stated in the above noted rejection under 35 U.S.C. 
Section 102(a). As noted above, not only does Alberto et al. not disclose or suggest the use of 
the non-aromatic ligands of the present invention, Alberto et al. teaches away from the present 
invention. The above remarks with respect to the rejection under 35 U.S.C. Section 102(a) are 
repeated here with respect to the rejection under 35 U.S.C. Section 103(a). Furthermore, the 
inventor now teaches a new class of ligands with unexpected advantages over ligands of the type 
actually taught by Alberto. The present invention provides a new class of ligands heretofore 
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believed to be unsuitable. Such facts fully support the non-obviousness of the present invention. 
It has long been held that aromatic compounds are patentably distinct from non-aromatic 
compounds. The presently claimed non-aromatic compounds are therefore not obvious in view 
of the prior art of Alberto et al. Accordingly, the Examiner is respectfully requested to withdraw 
the rejection of claims 6, 23, 24, 26, 28, and 29 under 35 U.S.C. Section 103(a) on the basis of 
Alberto et al. 

THE NEW REJECTION 

The Examiner, in view of applicants amendment, has newly rejected claims 6, 7, 10-16, 
23, 24, 26, 28, and 29 under 35 U.S.C. Section 103(a) on the basis of Alberto et al. (WO 
98/48848) (hereinafter referred to as "Reference I") in view of Alberto et al. (J. Am. Chem. Soc.) 
(hereinafter referred to as "Reference II")- This rejection is traversed for the following reasons. 

While it is true that the "Reference I" does not teach or suggest the non-aromatic ligands 
of the present invention, it is respectfully submitted that "Reference II" does not supply such 
deficiency of "Reference I". "Reference II" discloses only aromatic ligands (PAD A) as being 
useful. As noted above, "Reference II" notes that non-aromatic ligands fragments only stabilize 
"intermediate oxidation states" of Tc in non-carbonyl compounds. Thus, as noted above, the 
secondary reference not only does not supply the deficiencies of "Reference I" but also actually 
teaches away from the present invention and its unexpected advantages. It is further noted that 
the ligands listed in "Reference I" are not relevant to the present invention. In fact, Reference I" 
suggests the use of histadine (p. 6, line 12) that is used for comparison in Tables 3, 4 and 5 of the 
present application. Thus, the surprising advantages of the present invention are shown over the 
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prior art of record. In view of the above amendments and remarks, it is respectfully requested 
that the newly applied rejection be withdrawn. 

In view of the above amendments and remarks, it is respectfully requested that the 
Examiner allow the claims and pass the application to issue at the earliest opportunity. 

If any issue regarding the allowability of any of the pending claims in the present 
application could be readily resolved, or if other action could be taken to further advance this 
application such as an Examiner's amendment, or if the Examiner should have any questions 
regarding the present amendment, it is respectfully requested that the Examiner please telephone 
Applicant's undersigned attorney in this regard. 



Respectfully submitted, 





Kevin M. Kercher 
Reg. No. 33,408 

Blackwell Sanders Peper Martin LLP 
720 Olive Street, 24th Floor 
St. Louis, Missouri 63101 
(314)345-6000 
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